Introduction
============

Schnitzler syndrome is an autoinflammatory disorder of unknown etiology. At least some of its clinical presentation is mediated through an activation of inflammasome and release of IL-1, as was repeatedly demonstrated by a prominent therapeutic effect of Il-1 blockade.

Objectives
==========

Recent reports bring an evidence of an important role of mitochondria in inflammasome activation and in a pathogenesis of autoinflammatory diseases. We have therefore investigated mitochondrial function and structure in patients with Schnitzler syndrome.

Methods
=======

Activity and amount of oxidative phosphorylation complexes (OXPHOS) were analysed by spectrophotometry, histochemistry and imunoelectrophoretic methods in fibroblast cell lines derived from skin biopsies of three adult male patients with Schnitzler syndrome. Ultrastructure of mitochondria, mitochondrial network and reactive oxygen species (ROS) were analysed by fluorescent and electron microscopy.

Results
=======

The activities and amount of OXPHOS complexes I, III and IV were decreased in patients with Schnitzler syndrome. Interindividual differences in the degree of impairment (from severe to moderate) in analyzed mitochondrial parameters were found. Content of ROS, previously suggested as main inducers of inflammasome, were not significantly increased in cells with Schnitzler syndrome. We, however, did find consistent and prominent changes in mitochondrial structure of all three patients. Disturbed mitochondrial network and mainly abnormal, partially swelling mitochondria with unusual and sparse cristae were characteristic for all patients. We did further notice marked accumulation of neutral lipids in all tested fibroblasts.

Conclusion
==========

Severe structural damage of mitochondria associated with milder functional changes represented a consistent feature found in all tested Schnitzler syndrome patients. *Supported by RVO-VFN64165/2012*
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